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RESPONSE TO AMENDMENT 

The amendment filed 3/24/09 has been entered into the record. Claims 1-21 have been 
cancelled. Claims 22-50 are pending in the apphcation. Claims 24-43 are withdrawn. Claims 
22-23 and 44-50 are under examination. 

Rejections Withdrawn 
The rejection of claims 22-23 under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement is withdrawn in view of the amendment to the claims. 

The rejection of claims 22-23 under 35 U.S.C. 102(b) as being clearly anticipated by 
Pang et al. (WO 02/34273 Al May 2, 2002) is withdrawn in view of the amendment to the 
claims. 

The rejection of claim 22 mder 35 U.S.C. 102(b) as being clearly anticipated by 
Pedraglio et al (EP 0861905 A2 Sept. 2 1998) is withdrawn in view of the amendment to the 
claims. 

New Rejections Based on Amendment 
Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such fiiU, clear, concise, and exact terms as to enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 22-23 and 44-50 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for a method of reducing plasma 
homocysteine, reducing triacylglycerols in the liver, reducing the activity of Acyl- 
CoA:cholesterol acyltransferase (ACAT), increasing mitochondrial P-oxidation and 
changing the fatty acyl profile in an animal in need thereof comprising administering to 
said animal a pharmaceutical or nutritional composition comprising a single cell protein 
material, wherein the single cell protein material is harvested from a microbial culture 
comprising Methylococcus capsulatus (Bath), Ralstonia sp, Brevibacillus agri and 
Aneurinibacillus sp bacteria, does not reasonably provide enablement for a method of 
freating or preventing atherosclerosis or coronary heart disease comprising administering 
to an animal in need of such freatment, a pharmaceutical or nutritional composition 
comprising a single cell protein material, wherein the single cell protein material is 
harvested from a microbial culture comprising Methylococcus bacteria. 

The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention commensurate in 
scope with these claims. 

The facts that should be considered in determining whether a specification is enabling or 
if it would require an undue amount of experimentation to practice the invention include 1) the 
quantity of experimentation necessary to make or use the invention based on the content of the 
disclosure, (2) the amount of direction or guidance presented, 3) the presence or absence of 
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working examples, 4) the nature of the invention, 5) the state of the prior art, 6) the relative skill 
of those in the art, 7) the predictability or unpredictability of the art, and 8) the breadth of the 
claims. In re Wands, 858 F.2d 731, 735 (Fed. Cir. 1988). The determination that "undue 
experimentation" would have been needed to make and use the claimed invention is not a single, 
simple factual determination. Rather, it is a conclusion reached by weighing all the above noted 
factual considerations. In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404. While the analysis 
and conclusion of a lack of enablement are based on the factors discussed in MPEP § 
2164.01(a) and the evidence as a whole, the factors that weigh more in making the instant 
enablement rejection are discussed below. 

Nature of the Invention/Breadth of the Claims 

The invention is drawn to treatment or prevention of atherosclerosis or coronary heart 

disease in any type of animal comprising administering a composition (pharmaceutical or 
nutritional) comprising any type of single cell protein (SCP) material harvested from a microbial 
culture comprising Methylococcus bacteria. 

Thus, the claims encompass treatment or prevention of atherosclerosis or coronary heart 
disease using SCP from any species of Methylococcus or using SCP from a culture that 
comprises any species of Methylococcus and other components including other microbial 
organisms such as fungi, yeasts and bacteria. Applicants' specification defines single cell protein 
material as a material comprising single cell microorganisms such as fungi, yeasts and bacteria. 
See page 9. The scope of the claims are very broad and the nature of the invention is highly 
complex because it involves the use of any type SCP material harvested from a culture 
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comprising any Methylococcus species or any Methylococcus species and any other type of 
microbe to treat or prevent a highly complex disease such as atherosclerosis or coronary heart 
disease. There are many Methylococcus species each species having different strains. Also there 
are many types of microbes each different from the other. In essence, the claims are partially 
drawn to using protein material as a "vaccine" to prevent atherosclerosis or coronary heart 
disease. 

The scope of animals who would be in need of treatment or prevention of atherosclerosis 
or coronary heart disease includes those who are smokers, those who have diabetes mellitus, 
those who have hypertension and those who have hyperlipidemia or hypercholesterolemia. See 
previously cited articles by Canto et al. JAMA August 20, 2003 Vol. 290 p. 947-949, Link et al. 
West J. Med. 2002. 174: 330-5 and Domanski et al NEJM 357; 15, p. 1543-1545. Smoking, 
diabetes mellitus, hypertension and hyperlipidemia or hypercholesterolemia are conventional 
risk factors for developing heart disease. 

The amount of direction or guidance presented and the presence or absence of 
working examples 

The specifications teaching is limited to reducing plasma homocysteine, reducing 

triacylglycerols in the liver, reducing the activity of Acyl-CoA: cholesterol acyltransferase 
(ACAT), increasing mitochondrial P-oxidation and changing the fatty acyl profile in an 
experimental obese Zucker rat model comprising administering a pharmaceutical or nutritional 
composition comprising a particular single cell protein material harvested from a culture 
comprising a combination of microbes Methylococcus capsulatus (Bath), Ralstonia sp, 
Brevibacillus agri and Aneurinibacillus sp. See preparation of single cell material in example 1 
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p. 17 and various experimental results in animal model in examples 2-7. The specification does 
not administer SCP harvested from a culture consisting of Methylococcus and does not correlate 
treatment or prevention of atherosclerosis and coronary heart disease with SCP derived from a 
culture comprising only Methylococcus. 

Even though the instant specification teaches that single cell protein material combination 
from Methylococcus caps ulatus (Bath), Ralstonia sp, Brevibacillus agri and Aneurinibacillus sp 
lowers plasma cholesterol, lowers triacylglycerols in the liver, decreases the activity of Acyl- 
coA:cholesterol acyltransferase (ACAT) and increases mitochondrial beta-oxidation in obese 
Zucker rats, the specification does not correlate these results prevention or treatment of a highly 
complex diseases such as atherosclerosis or coronary heart disease. It is not clear whether the 
levels by which plasma cholesterol, triacylglycerols, activity of ACAT is reduced in the animal 
model is predictive of prevention of atherosclerosis or coronary heart disease in the animal 
model and in other animals e.g. humans. 

The state of the prior art and the predictability or unpredictability of the art 
The scope of animals who would be in need of freatment or prevention of atherosclerosis 
or coronary heart disease includes those who are smokers, those who have diabetes mellitus, 
those who have hypertension and those who have hyperlipidemia or hypercholesterolemia. See 
previously cited articles by Canto et al. JAMA August 20, 2003 Vol. 290 p. 947-949, Link et al. 
West J. Med. 2002. 174: 330-5 and Domanski et al NEJM 357; 15, p. 1543-1545. Smoking, 
diabetes mellitus, hypertension and hyperlipidemia or hypercholesterolemia are conventional 
risk factors for developing heart disease. It is not clear what role the instant SCP material plays 
in freating or preventing atherosclerosis or coronary heart disease in animals that have each of 
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these risk factors or a combination of one or more risk factors. 

Canto et al teaches that atherosclerosis is a systemic disease in need of a systemic 
solution, and a comprehensive approach involving risk factor modification and pharmacological 
treatment is needed for effective prevention of cardiovascular disease (Canto et al p. 948 column 
2 second to the last paragraph). Canto et al teaches that for patients with hypertension blood 
pressure should be controlled to less than 140/90mmHg in the overall population and to 
130/80mmHg in those with diabetes or renal disease (Canto et al p. 948 column 2 second to the 
last paragraph). What role does the instant SCP material have in controlling hypertension or 
which is a risk factor for cardiovascular disease? Among patients with diabetes, tight control of 
blood glucose and hemoglobin Ale is important for prevention or treatment of cardiovascular 
disease (Canto et al p. 948 column 2 second to the last paragraph). What role does the instant 
SCP material have in maintaining tight control of blood glucose and hemoglobin Ale in patients 
with diabetes who are at risk for cardiovascular disease? Also in patients who smoke, does the 
instant SCP material treat or prevent cardiovascular disease in these patients. The answers to 
these questions are unpredictable because the examples in the specification are drawn to an 
animal model of hyperlipidemia (and hypercholesterolemia) (Vaskonen et al J. Nutr. 132:231- 
237, 2002, p. 23 1 column 2 second full paragraph) which is only one risk factor for development 
of atherosclerosis and coronary heart disease. Atherosclerosis and coronary heart disease are 
complex disease with multiple conventiontional risk factors such as smoking, diabetes mellitus, 
hypertension and hyperlipidemia and emerging risk factors such as C- reactive protein and other 
inflammatory markers (Canto et al .p. 948 column 1 last bridging paragraph). 

The quantity of experimentation necessary to use the invention based on the content of 
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the disclosure 

The specification has provided guidance as to reducing plasma homocysteine, reducing 
triacylglycerols in the liver, reducing the activity of Acyl-CoA:cholesterol acyltransferase 
(ACAT), increasing mitochondrial P-oxidation and changing the fatty acyl profile which are 
related to hyperlipidemia/hypercholesterolemia (one risk factor for coronary heart disease) in an 
experimental obese Zucker rat model comprising administering a pharmaceutical or nutritional 
composition comprising a particular single cell protein material harvested from a culture 
comprising a combination of microbes Methylococcus capsulatus (Bath) , Ralstonia sp, 
Brevibacillus agri and Aneurinibacillus sp. 

The specification has not provided guidance as to reducing plasma homocysteine, 
reducing triacylglycerols in the liver, reducing the activity of Acyl-CoA:cholesterol 
acyltransferase (ACAT), increasing mitochondrial P-oxidation and changing the fatty acyl 
profile which are related to hyperlipidemia or hypercholesterolemia risk factors for coronary 
heart disease in an experimental obese Zucker rat model comprising administering a 
pharmaceutical or nutritional composition comprising a particular single cell protein material 
harvested from a culture comprising only Methylococcus i.e. any type of Methylococcus, or 
Methylococcus with any other type of fungi, bacteria or yeast. 

Thus, a large quantity of experimentation would be required of the skilled artisan to 
screen SCP derived from different cultures containing each of the different Methylocccus 
species and their different strains for which one treats and prevents highly complex diseases such 
as atherosclerosis or coronary heart disease in all patients that have one or more combination of 
the risk factors listed above for atherosclerosis or coronary heart disease. 
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In conclusion, in view of the above considerations, undue experimentation would 
be required of the skilled artisan to use the instant invention commensurate with the full 
scope of the claims and the nature and breadth of the invention set forth above. 

The specification, while being enabling for a method of reducing plasma 
homocysteine, reducing triacylglycerols in the liver, reducing the activity of Acyl- 
CoA:cholesterol acyltransferase (ACAT), increasing mitochondrial P-oxidation and 
changing the fatty acyl profile in an animal in need thereof comprising administering to 
said animal a pharmaceutical or nutritional composition comprising a single cell protein 
material, wherein the single cell protein material is harvested from a microbial culture 
comprising Methylococcus capsulatus (Bath), Ralstonia sp, Brevibacillus agri and 
Aneurinibacillus sp bacteria, does not reasonably provide enablement for a method of 
treating or preventing atherosclerosis or coronary heart disease comprising administering 
to an animal in need of such treatment, a pharmaceutical or nutritional composition 
comprising a single cell protein material, wherein the single cell protein material is 
harvested from a microbial culture comprising Methylococcus bacteria. 

Status of Claim 
Claims 22-23 and 44-50 are rejected. No claims allowed. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1 . 1 36(a) will be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the date of this final 
action. 

Any inquiry concerning this contmiunication or earlier contmiunications from the 
examiner should be directed to OLUWATOSIN OGUNBIYl whose telephone number is 571- 
272-9939. The examiner can normally be reached on M-F 8:30 am- 5 pm. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Robert Mondesi can be reached on 571-272-0956. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. Information 
regarding the status of an application may be obtained from the Patent Application Information 
Retrieval (PAIR) system. Status information for published applications may be obtained from 
either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the 
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Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from 
a USPTO Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Robert B Mondesi/ 
Supervisory Patent Examiner, 
Art Unit 1645 



/Oluwatosin Ogunbiyi/ 
Examiner, Art Unit 1645 



